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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )S Responsive to communication(s) filed on 20 July 2007 . 
2a)S This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 33.36 and 37 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) 13 Claim(s) 33,36 and 37 is/are rejected. 
?)□ Claim(s) is/are objected to, 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. 
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DETAILED ACTION 
Claims 33 and 36-37 are presented for examination. 

Applicant's Amendment and Information Disclosure Statement (IDS) filed July 20, 2007 have 
each been received and entered into the present application. As reflected by the attached, completed copy 
of form PTO-1449 (one page total), the Examiner has considered the cited references. 

Claims 33 and 36-37 remain pending and under examination. Claim 33 is amended and claim 35 
is cancelled. 

Applicant notes at page 5 of the remarks that the patent application associated with U.S. S.N. 
1 1/545,049 as cited in the obviousness-type double patenting rejection cannot be ascertained and requests 
clarification. Applicant is notified that the '049 application was abandoned during pre-examination. The 
rejection has accordingly been hereby withdrawn . 

Applicant's arguments, filed July 20, 2007, have been fully considered but they are not deemed to 
be persuasive. Rejections and objections not reiterated from previous Office Actions are hereby 
withdrawn. The following rejections are either reiterated or newly applied. They constitute the complete 
set of rejections presently being applied to the instant application. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that tlie subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentabihty shall not be negatived by the 
manner in which the invention was made. 

Claims 33 and 36-37 remain rejected under 35 U.S.C. 103(a) as being unpatentable over Lipton 
(WO 94/06428; 1994), already of record, for the reasons of record set forth at pages 5-6 of the previous 
Office Action dated February 20, 2007, of which said reasons are herein incorporated by reference. 
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Applicant traverses the instant rejection, stating that Lipton fails to provide a submicromolar 
concentration of nitric oxide in the blood as presently claimed because the reference teaches "high 
dosages of NO-containing compounds" necessary to achieve a therapeutic effect. Applicant relies upon 
Lipton at p.8,. l.lO-p.9, 1.2 in support of this assertion. Applicant further alleges that Lipton teaches away 
in view of the fact that the reference teaches the desirability of building tolerance to higher dosage of NO- 
containing compounds by incrementally increasing the dosages of NO-containing compounds and, in 
view of such teachings, fails to provide a reasonable expectation of success in administering a low dosage 
of NO-containing compounds in an amount to provide a submicromolar concentration of NO or NO 
donor in the blood to achieve a therapeutic effect. 

Applicant's traversal has been fully and carefully considered in its entirety, but fails to be 
persuasive. 

First, while it is agreed that Lipton does teach an embodiment of the invention wherein tolerance 
to the blood-pressure lowering effects of the NO-containing compound is increased via instituting 
incremental increases in the dosage of the NO-containing compound, this is a single embodiment of the 
disclosed invention and is not, in fact, required to practice the disclosed invention. In other words, the 
broader teachings of Lipton clearly and unambiguously teach the administration of a nitroso-com pound 
that generates nitric oxide, or a related redox species such as NO- or N0+ equivalent, in a concentration 
effective to effect neuroprotection in a mammal who is suffering from a neurodegenerative disease, such 
as, e.g., amyotrophic lateral sclerosis, wherein the therapeutically effective dosage amount is disclosed at 
p.27, 1.21-27 (i.e., 0.01 mg-60 g/day, preferably 0.1-5 mg/day), and do not specifically require 
incremental dosage increases in order to effect neuroprotection. Please see Lipton, abstract, p.4, 1.4-9, 
p.6, l.l-p.7, 1.2, p.27, 1,21-27 and p.ll, 1.13-21. 

Second, Applicant subjectively characterizes the dosage amounts disclosed by Lipton as "high", 
whereas the instantly claimed dosages are "low", but this argument fails to be persuasive in establishing 
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patentable distinction of the instant claims over the prior art of Lipton. Lipton teaches dosages amount of 

the nitroso-compound in the range of 0.01 mg-60 g/day, which Applicant alleges fails to provide a 

submicromolar concentration of MO or NO donor in the blood. However, though the claims do not recite 

a specific numerical dosage amount, the instant specification defines such dosage amounts sufficient to 

provide a submicromolar concentration in the following manner: 

"The therapeutically effective amount for the fifth embodiment [i.e., treating a patient with a neurodegenerative 
disease... comprising administering to said patient a therapeutically effective amount of a thiol reactive agent 
including NO and NO donors, provided that when the agent is NO or an NO donor, it is administered in an 
amount which provides a submicromolar concentration of the NO or NO donor in the patient's blood; see 
paragraph bridging p.6-7] is an amount that ameliorates a symptom or symptoms of the neurodegenerative 
disease being treated, or in the case of prophylaxis, an amount that prevents symptom(s) from occurring or 
causes the symptom(s) which occur to be less in intensity than those that would occur without the administration 
of the fifth embodiment of the invention. In general, administering a therapeutically effective amount involves 
administering a dosage ranging from 1 nanomolar to 1 millimolar concentration in blood or J to 1,000 
mg/day, with the specific dosage depending on the drug administered and the disease treated or at risk for. 
When NO or an NO donor is the thiol reactive agent, it is administered in a dosage to provide a nanomolar to 
submicromolar (e.g., 1 nanomolar to 100 nanomolar) concentration of NO or NO donor in the patient's blood." 
(p. 16, third full paragraph; emphasis added) 

In view of such disclosure, the distinction that Applicant is attempting to drawn between the 
therapeutically effective amount presently claimed and that of Lipton is not clearly established because 
the numerical dosage amount that underlies Applicant's functional limitation of a "therapeutically 
effective amount that provides a submicromolar concentration of NO or NO donor in the patient's blood" 
(i.e., 1 i^g- 1,000 mg/day) very clearly overlaps with the dosage amounts disclosed by Lipton (i.e., 0.01 
mg-60 g/day). Accordingly, whatever function Applicant has attributed to such an amount of the NO or 
NO donor compound (i.e., in this case, S-nitrosoglutathione) in providing a submicromolar concentration 
of NO or NO donor in the patient's blood must necessarily be present in the amount taught by Lipton 
because they are one and the same, at least in part (i.e., from 0.01-1,000 mg/day), and further in view of 
the fact that products of identical composition cannot have mutually exclusive characteristics when 
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administered under the same circumstances or, in the present case, the same host (i.e., a patient suffering 
from amyotrophic lateral sclerosis). Please see MPEP §2112. 

Accordingly, in view of these reasons, the dosage amounts of the NO compound taught by Lipton 
(i.e., S-nitrosoglutathione) would have been expected to provide the submicromolar concentration of NO 
or NO donor in the patient's blood because the dosage amounts taught by Lipton do not, in fact, differ 
from those disclosed by Applicant for use in the claimed invention (see supra). Moreover, Applicant has 
failed to provide any evidence or reasoning as to why the therapeutically effective amount of Lipton 
would not, in fact, provide the submicromolar concentration of NO or NO donor in the patient's blood as 
presently claimed. Absent factual evidence to the contrary, the very overlap of therapeutically effective 
amount(s) presently claimed and those taught by Lipton would have been expected to function in the 
same way in the same host (i.e., a patient suffering from ALS) and, therefore, would have necessarily 
provided the submicromolar concentration of NO or NO donor in the patient's blood as instantly claimed. 

For these reasons provided supra, and those previously made of record at pages 5-6 of the 
previous Office Action dated February 20, 2007, rejection of claims 33 and 36-37 remains proper and is 
maintained . 

Conclusion 

Rejection of claims 33 and 36-37 remains proper and is maintained . 

No claims of the present application are allowed. 

TfflS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS 
from the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not mailed until after the end of the THREE- 
MONTH shortened statutory period, then the shortened statutory period will expire on the date the 
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advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the 
mailing date of the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Leslie A. Royds whose telephone number is (571)-272-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on (57])-272-07] 8. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 




